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1996-024402 JAPIO 
GAME BALL PASSING SENSOR 
YOSHIKAWA TOSHISUKE 
KYOWA GIKEN KK, JP (CO) 



PATENT NO 



KIND DATE 



ERA 



MAIN IPC 



JP 08024402 A 



19960130 



Heisei (6) A63F007-02 



JP 



APPLICATION INFORMATION 
ST19N FORMAT: 
ORIGINAL : 

SOURCE : 



JP1994-169178 19940721 
JP06169178 Heisei 

PATENT ABSTRACTS OF JAPAN (CD-ROM) , Unexamined 
Applications, Vol. 96, No. 1 

AN 1996-024402 JAPIO 

AB PURPOSE: To prevent an erroneous operation by electromagnetic wave 

or exter nal light, and precisely detect the passing of game ball by 
making an operating piece pushed into a switch housing part when the 
ball passes the through-hole of a switch case, thereby a switch is 
brought into non- conduct ine stake and the passing of the 
ball is detected. 

CONSTITUTION: When no game ball passes a through-hole 30, one end of 
an operating piece 70 supported in the inner part of a switch 
housing part 40 is in the state capable of protruding into the 
through-hole 30, and the energizing force of a torsion spring 60 
acts on the free end part on the other end to energize the operating 
piece 70 in the protruding direction. Both ends of the torsion 
spring 60 come into contact with a fixed pin 54 and a contact pin 53 
in this state to hold the conductive state between the connecting 
terminals 51, 52 of a base 50. When a game ball passes the 
through-hole 30, the operating piece 70 is pushed against the 
energizing force of the torsion spring 60. Thus, one end of the 
torsion spring 60 is pushed in and separated from the contact pin 53 
to bring the connecting terminals 51, 52 into the non-conductive 
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state, thereby the passing of the game ball can be detected. 
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purification 



MEDLINE 

90181913 MEDLINE 
90181913 PubMed ID: 2560672 
[Sodium conductin of the human brain: 
and functional characterization] . 
La conductine au sodium du cerveau humain: 
purification et caracterisation fonctionnelle . 
Mat erne -De Rycker C 

BULLETIN ET MEMO IRES DE L ACADEMIE ROYALE DE MEDECINE 
DE BELGIQUE , (1989) 144 (8-9) 426-33. 
Journal code: BOX; 7608462. ISSN: 0377-8231. 
Belgium 

Journal; Article; (JOURNAL ARTICLE) 
French 

Priority Journals 
199004 

Entered STN: 19900601 
Last Updated on STN: 19900601 
Entered Medline: 19900426 
A sodium channel enriched preparation was obtained from human brain. 
Human sodium channel appeared as a heterocomplex peptide alpha beta 
1 beta 2 Functional properties of the protein were maintained 
since, after reconstitution into liposomes, ion fluxes were 
sensitive to sodium channel specific toxins and to membrane 
potential. Moreover, the reconstituted protein showed a well defined 
ionic selectivity. u 
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FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 
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-WPIDS-GOPYRIGHT-2 0 0 1 

1988-347509 [49] WPIDS 
N1988-263366 



DERWENT - INFORMATI ON LTD 



Semiconductor shift register in memory output state 
- has two conductive type transistor connected in 
series between power supply terminal and node. 
U14 

NAKAGAWA, K; TAKEUCHI, Y 
(TOKE) TOSHIBA KK 
5 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



EP 293808 A 
R: DE PR GB 
JP 63304494 A 
US 4856034 A 



EP 293808 



19881207 (198849)* EN 15 



19881212 
19890808 



Bl 19930929 



(198904) 
(198939) 
(199339) 



EN 



14 
16 
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R: DE FR GB 
DE 3884460 G 19931104 (199345) 

APPLICATION DETAILS: 



PATENT NO 



KIND 



APPLICATION 



DATE 



EP 293808 A 

JP 63304494 A 

US 4856034 A 

EP 293808 Bl 

DE 3884460 G 



EP 1988-108632 
JP 1987-139405 
US 1988-199914 
EP 1988-108632 
DE 1988-3884460 
EP 1988-108632 



19880530 
19870603 
19880527 
19880530 
19880530 
19880530 



FILING DETAILS: 



PATENT NO KIND 

DE 3884460 G Based on 



PATENT NO 
EP 293808 



PRIORITY APPLN. INFO: JP 1987-139405 

AN 1988-347509 [49] WPIDS 

AB EP 293808 A UPAB : 19930923 

The circuit has a logic circuit 
receive a control clock signal 
two conductine type transistors 



19870603 



(12) with two inputs connected to 
(Phi G) and an input signal (Vin) a 
(Pll P12) are connected in 
series between a power supply terminal and a node. The first 
transistor (Pll) has a gate connected to receive an output signal of 
the logic circuit. The other transistor (P12) has a gate connected 
to receive the control clock signal. 

A third transistor (Nil) of a different conductive type 
connects the first node and the second power supply terminal 
together. 

The transistor gate is connected to receive the output signal 
of the logic circuit. 

USE/ADVANTAGE - Latch circuit or swift register in the output 
stage of the memory. 
3 

ABEQ US 4856034 A UPAB: 19930923 

The semiconductor integrated circuit consists of a three -valued 
logic circuit connected to receive an output signal of a logic 
circuit to receive at one input a control clock signal and at the 
other input an input signal. A flip-flop circuit is composed of a 
clocked inverter to receive the output signal of the three -valued 
logic circuit, and another inverter. 

ABEQ EP 293808 B UPAB: 19931123 

A semiconductor integrated circuit, comprising: a logic circuit (12) 
consisting of a NOR gate (72) or a NAND gate (82) and having a first 
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and a second input connected to receive a control clock signal ( G) 
and an input signal (Vin) , respectively; first and second 
transistors (Pll, P12) of a first conductivity type connected in 
series between a first power supply terminal (Vcc) and a first node 
(1) , said first transistor (Pll) having a gate connected to receive 
an output signal of said logic circuit, and said second transistor 
(P12) having a gate connected to receive the control clock signal; a 
third transistor (Nil) of a second conductivity type connected 
between said first node and a second power supply terminal (Vss) and 
having a gate connected to receive the output signal of said logic 
circuit; fourth and fifth transistors (P13, P14) of the first 
conductivity type connected in series between said first power 
supply terminal and a second node (2) connected to said first node, 
said fourth transistor (P14) having a gate connected to receive the 
output signal of said logic circuit, and said fifth transistor (P13) 
having a gate connected to a third node (3) ; sixth and seventh 
transistors (N14, N13) of the second conductivity type connected in 
series between said second power supply terminal and said second 
node, said sixth transistor (N14) having a gate connected to receive 
the clock signal, and said seventh transistor (N13) having a gate 
connected to said third node; an eighth transistor (P15) of the 
first conductivity type connected between said third node and said 
first power supply terminal and having a gate connected to said 
second node; and a ninth transistor (N15) of the second conductivity 
type connected between said third node and said second power supply 
terminal, and having a gate connected to said second node; an output 
signal (Vout) of said semiconductor integrated circuit being taken 
from at least one of said second node and said third node . 
Dwg.l/io 

WPIDS COPYRIGHT 2001 DERWENT INFORMATION LTD 
1978-A8315A [04] WPIDS 

Insulated splice and terminal - is made from 
crimped composite strip of non- conductive and 
electrically conducting materials. 
V04 

FISCHER, E M; ME I SINGER, W R; ZAHN, I 
(GEST-N) GEN STAPLE CO 
1 



PATENT NO KIND DATE WEEK LA PG 

US 4067105 A 19780110 (197804)* 



PRIORITY APPLN. INFO: US 1973-335417 19730223; US 1974-537532 
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19741230; US 1976-711604 19760804 

AN . 1978-A8315A [04] WPIDS 

AB US 4067105 A UPAB : 19930901 

An elongated layer of non- conductive materials is adhered to an 
elongated layer of electrically conductive material so as to form a 
composite supply strip. A predetermined length is severed and 
crimped about the elements to be joined until the electrically 
conductive material is in electrical contact with the elements and 
so that the non-conductine material forms an outer 
insulated layer enclosing the splice or at least a portion of the 
terminal . 

In a pref . method there is further step of causing the 
non- conductive material of the splice to "flow" whereby a resultant 
sealed splice is produced which is impervious to moisture and other 
contaminants. PRef . the non-conductive material is a thermoplastic 
resin and the conductive material is brass. 
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1977-115854 JAPIO 
ELECTRICALLY CONDUCTINE RESIN AND 

INTERMEDIATES AND ELECTRICALLY CONDUCTIVE COATED 
PAPERS 

JIYOSEFU RII GAANAA 

DOW CHEM CO: THE,, US (CO 000723) 



PATENT NO KIND 
JP 52115854 A 



DATE ERA MAIN IPC 

19770928 Showa (2) C08L025-06 



JP 

APPLICATION INFORMATION 

ST19N FORMAT: JP1977 -29130 

ORIGINAL: JP52029130 

PRIORITY APPLN. INFO.: US1976 668335 

AN 1977-115854 JAPIO 



19770316 

Showa 

19760319 
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1977-019984 JAPIO 

MANUFACTURE PROCESS FOR A ISOLATION LAYER USED 

TO MAKE A SEMICONDUCTOR ELEMENT 

KOMATSU RYOSAKU; HARUHARA YOSHIO 

NIPPON TELEGR & TELEPH CORP <NTT> # JP (CO 

000422) 



DATE 



ERA 



MAIN IPC 
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JP 52019984 A 



19770215 Showa (2) H01L021-76 



JP 



APPLICATION INFORMATION 
ST19N FORMAT: 
ORIGINAL : 

SOURCE: 



AN 
AB 



L4 



L5 
L6 



L6 



JP1975-96053 19750807 
JP50096053 Showa 
PATENT ABSTRACTS OF JAPAN, Unexamined 
Applications, Section: E, Sect. No. 34, Vol. 1, 
No. 851, P. 1733 (19770809) 

1977-019984 JAPIO 

PURPOSE: To pour p type ion to the N type semiconductor substrate an 
order to make a p type conductine area as a isolation 
layer. In this way, we make plural isolation layers at the same time 
with a desired size and high precision, saving the manufacture work. 
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CAPLUS COPYRIGHT 2001 ACS 
2001:208094 CAPLUS 
134 :247261 

Agents for treating human diseases, especially 
for treating tumors such as colon 
cancers and melanomas or for 

regenerating tissue and promoting hair growth 
Birchmeier, Walter; Von Kries, Jens -peter 
Max-Delbruck-Centrum fur Molekulare Medizin, 
Germany 

PCT Int. Appl. , 28 pp. 
CODEN: PIXXD2 
Patent 
German 
1 



PATENT NO. 



KIND DATE 



WO 2001019353 



APPLICATION NO. DATE 



A2 20010322 WO 2000-DE3104 20000907 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, 

CN, CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK,' 
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SZ, 


TZ, 
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DE ; 
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LU, 
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ML, 


MR, 


NE, . 


SN, 


TD, 
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RW: 



DE 19944404 Al 20010322 DE 1999-19944404 19990916 

PRIORITY APPLN. INFO.: DE 1999-19944404 A 19990916 

AB The invention relates to agents for treating human diseases which 
are based on substances that specifically influence the binding of 
.beta. -catenin with LEF-1/TCF transcription factors, APC or 
conductin/axin. The invention particularly relates to the 
identification and use of hydrophobic pockets on the mol. surface in 
the proximity of the essential binding points for the binding 
partners of .beta. -catenin with the aim of optimizing these 
substances. The invention also relates to the use of the 
substances, preferably for treating tumors, e.g. colon 
cancers and melanomas, or for regenerating tissue and 
promoting hair growth. 

L6 ANSWER 2 OF 15 CAPLUS COPYRIGHT 2001 ACS 
ACCESSION NUMBER: 2000:735507 CAPLUS 

DOCUMENT NUMBER: 134:28066 

TITLE: Mutations in AXIN2 cause colorectal 

cancer with defective mismatch repair by 
activating .beta. -cat enin/TCF signaling 

AUTHOR (S) : Liu, Wanguo; Dong, Xiangyang; Mai, Ming; Seelan, 

Ratham S.; Tariiguchi, Ken; Krishhadath, Kausilia 
K.; Hailing, Kevin C; Cunningham, Julie M. ; 
Qian, Chiping; Christensen, Eric; Roche, Patrick 
C; Smith, David I.; Thibodeau, Stephen N. 

CORPORATE SOURCE: Div. of Experimental Pathol., Dep. of Lab. Med. 

and Pathol., Mayo Clinic and Mayo Med. Sch., 
Rochester, MN, USA 

SOURCE: Nat. Genet. (2000), 26(2), 146-147 

CODEN: NGENEC; ISSN: 1061-4036 

PUBLISHER: Nature America Inc. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB Colorectal cancer (CRC) with defective DNA mismatch repair 

(MMR) is assocd. with alterationsin one of several DNA MMR genes. 
Here we show that AXIN2 encoding a Wnt signaling component, is 
mutated in 11 of 45 CRC with defective MMR. We tested the 
functional importance of AXIN2 mutations in the development of 
CRCwith defective MMR in a TCF reporter assay. Our findings now 
provide a link between defective MMR and the activation of 
TCF-dependent transcription, as mutations in AXIN2 alter the APC 
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pathway . 
REFERENCE COUNT: 
REFERENCE (S) : 



Behrens, J; Science 1998, V280, P596 CAPLUS 
Boland, C; Cancer Res 1998, V58, P5248 
CAPLUS 

Chan, E; Nature Genet 1999, V21, P410 CAPLUS 
Ganguly, A; Proc Natl Acad Sci USA 1993, 
V90, P10325 CAPLUS 

Ishitani, T; Nature 1999, V399, P798 CAPLUS 
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AUTHOR (S) : 
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SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
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AB 



CAPLUS COPYRIGHT 2001 ACS 
2000:651706 CAPLUS 
134:1816 

Hot spots in .beta. -catenin for interactions 
with LEF-1, conductin and APC 
Von Kries, Jens Peter; Winbeck, Georgia; 
Asbrand, Christian; Schwarz-Romond, Thomas; 
Sochnikova, Natalia; Dell'Oro, Andrea; Behrens, 
Jurgen; Birchmeier, Walter 

Max-Delbruck-Center for Molecular Medicine, 
Berlin, 13093, Germany 

Nat. Struct. Biol. (2000), 7(9), 800-807 
CODEN: NSBIEW; ISSN: 1072-8368 
Nature America Inc . 
Journal 
English 

Interactions between .beta. -catenin and LEF-l/TCF, APC and 
cbriductiri/axin are essential for wnt-controlled 

stabilization of .beta. -catenin and transcriptional activation. The 
wnt signal transduction pathway is important in both embryonic 
development and tumor progression. We identify here amino 
acid residues in .beta. -catenin that distinctly affect its binding 
to LEF-l/TCF, APC and conductin. These residues form sep. 
surface clusters, termed hot spots, along the armadillo superhelix 
of .beta. -catenin. We also show that complementary charged and 
hydrophobic amino acids are required for formation of the bipartite 
.beta. -catenin-LEF-1 transcription factor. Moreover, we demonstrate 
that conductin/ axin binding to .beta. -catenin is essential 
for .beta. -catenin degrdn., and that APC acts as a cof actor of 
conduct in/axin in this process. Binding of APC to 
conduct in/axin activates the latter and occurs between their 
SAMP and RGS domains, resp. 
REFERENCE COUNT: 50 

(1) Aberle, H; EMBO J 1997, V16, P3797 CAPLUS 

(2) Aberle, H; J Cell Sci 1994, V107, P3655 
CAPLUS 

(3) Behrens, J; Nature 1996, V382, P63 8 CAPLUS 



REFERENCE (S) 
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(4) Behrens, J; Science 1998, V280, P596 CAPLUS 

(5) Brunner, E; Nature 1997, V385, P829 CAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 4 OF 15 CAPLUS COPYRIGHT 2001 ACS 
ACCESSION NUMBER: 2000:547045 CAPLUS 

DOCUMENT NUMBER: 134:27977 

TITLE: Control of . beta . -catenin signaling in 

tumor development 
AUTHOR (S): Behrens, Jurgen 

CORPORATE SOURCE: Max-Delbruck-Center for Molecular Medicine, 

Berlin, 13122, Germany 
SOURCE: Ann. N. Y. Acad. Sci. (2000), 910 (Colorectal 

Cancer) , 21-35 

CODEN: ANYAA9; ISSN: 0077-8923 
PUBLISHER: New York Academy of Sciences 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review, with 72 refs. The wnt signal transduction pathway is 
involved in various differentiation events during embryonic 
development and leads to tumor formation when aberrantly 
activated. The wnt signal is transmitted to the nucleus by the 
cytoplasmic component .beta. -catenin: in the absence of wnts, 
.beta. -catenin is constitutively degraded in proteasomes, whereas in 
the presence of wnts .beta. -catenin is stabilized and can assoc. 
with HMG box transcription factors of the LEF/TCF family. The . 
LEF/TCF/ .beta. -catenin complexes activate specific wnt target genes. 
In tumors, .beta. -catenin degrdn. is blocked by mutations 
of .beta. -catenin or of the tumor suppressor gene product 
APC. As a consequence, .beta. -catenin is stabilized, constitutive 
complexes with LEF/TCF factors are formed, and oncogenic target 
genes, such as c-myc, cyclin Dl, and c-jun, are activated. Thus, 
control of .beta. -catenin is a major regulatory event in normal wnt 
signaling and during tumor formation. It has been found 
that a multiprotein complex assembled by the cytoplasmic component 
conductin induces degrdn. of cytoplasmic .beta. -catenin. 
The complex includes APC, the serine/ threonine kinase GSK3.beta., 
and .beta. -catenin, which bind to conductin at distinct 
domains. In colon carcinoma cells, forced expression of 
conductin down-regulates .beta. -catenin, whereas in normal 
cells mutants of conductin that are deficient in complex 
formation stabilize .beta. -catenin. Fragments of APC that contain a 
c nductin-binding domain also block .beta. -catenin degrdn. 
In Xenopus embryos, conductin inhibits the wnt pathway. 
In situ hybridization anal, shows that conductin is 
expressed in various embryonal tissues known to be regulated by 
wnts, such as the developing brain, mesenchyme below the epidermis, 
lung mesenchyme, and kidney. It is suggested that conductin 
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controls wnt signaling by assembling the essential components of the 
.beta.-catenin degrdn. pathway. Alterations of conductin 
function may lead to tumor formation. 



REFERENCE COUNT: 
REFERENCE (S) : 



72 

(1) Aberle, H; EMBO J 1997, V16, P3797 CAPLUS 

(2) Ahmed, Y; Cell 1998, V93, P1171 CAPLUS 

(3) Aoki, M; Proc Natl Acad Sci 1999, V96, P139 
CAPLUS 

(4) Bauer, A; Proc Natl Acad Sci 1998, V95, 
P14787 CAPLUS 

(5) Behrens, J; Cancer Metastasis Rev 1999, V18, 
P15 CAPLUS 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2000:275313 CAPLUS 
132:313670 

Coated substrates for blood, plasma, or tissue 
washing and columns equipped with these 
substrates 

Dunzendorfer, Udo; Will, Gottfried 
Germany 

Ger. Of fen. , 30 pp. 

CODEN: GWXXBX 

Patent 

German 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



DE 19845286 
EP 1004598 
EP 1004598 

R: AT, BE, 

PT, IE, SI, LT, LV, FI, 
PRIORITY APPLN. INFO. : 
AB Columns, filters, cannulas, etc 



DE 1998-19845286 19981001 
EP 1999-118541 19990918 



Al 20000427 
A2 20000531 
A3 20000607 
CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 
R0 

DE 1998-19845286 19981001 
contg. substrates coated with 
specific antibodies can be used during plasmapheresis to remove 
pathogenic cytokines such as tumor necrosis factor (TNF) , 
anti-TNF, fragments of TNF or ant i -TNF, or TNF transport proteins 
from blood, plasma, or tissues. The substrates may addnl . be coated 
with antibodies to microbial or viral pathogens or mixts. of 
pathogens as well as to polysaccharide antigens, viral capsids, 
microbial antigens, reverse transcriptase, endothelin, protein A, 
etc. Selective removal of these pathogens, antigens, proteins, etc. 
leaves all normal plasma components unchanged and obviates the need 
for supplementation of the plasma with these components. Suitable 
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substrates include polymers, polymer-coated metals, cellulose 
derivs., starch, and Sepharose; these may be derivatized for 
covalent binding of the pathogens or pathogenic mols. Thus, 
Escherichia coli pyelonephritis was successfully treated by 
plasmapheresis coupled with columns loaded with anti-TNF- .alpha, for 
14 days, 4 h/day, as detd. by decreases in plasma TNF-. alpha, levels 
and colony counts in urine cultures. 

L6 ANSWER 6 OF 15 CAPLUS COPYRIGHT 2001 ACS 
ACCESSION NUMBER: 2000:94336 CAPLUS 

DOCUMENT NUMBER: 133:56735 

TITLE: The regulation of .beta. -catenin degradation and 

cancer 

AUTHOR (S) : Kishida, Shosei; Kikuchi, Akira 

CORPORATE SOURCE: Sch. Med., Hiroshima Univ., Hiroshima, 734-8551, 

Japan 

SOURCE: Mol. Med. (Tokyo) (2000), 37(2), 166-175 

CODEN: MOLMEL; ISSN: 0918-6557 
PUBLISHER: Nakayama Shoten 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE : Japane s e 

AB A review with 37 ref s . The structure of .beta. -catenin is 
described. .beta. -Catenin accumulates in colon cancer and 
malignant melanoma. .beta. -Catenin is degraded by the 
ubiquitin/proteasome system. Axin (conductin) possesses 
regulators of G protein signaling (RGS) for binding APC at 
N-terminus, GSK-3.beta. and . beta -catenin binding domains at 
central region, and DIX region at C-terminus. Wnt protein releases 
.beta . -catenin from the Axin complex. 

L6 ANSWER 7 OF 15 CAPLUS COPYRIGHT 2001 ACS 
ACCESSION NUMBER: 2000:53973 CAPLUS 

DOCUMENT NUMBER: 132:303902 

TITLE: The yin-yang of TCF/ .beta. -catenin signaling 

AUTHOR (S) : Barker, Nick; Morin, Patrice J. ; Clevers , Hans 

CORPORATE SOURCE: Department of Immunology, University Hospital, 

Utrecht, 85500, Neth. 
SOURCE: Adv. Cancer Res . (2000), 77, 1-24 

CODEN: ACRSAJ; ISSN: 0065-230X 
PUBLISHER: Academic Press 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review with 90 refs. Wingless/Wnt signaling directs cell-fate 
choices during embryonic development. In Drosophila, Wingless 
signaling mediates endoderm induction and the estiablishment of 
segment polarity in the developing embryo. The fly Wingless cascade 
is strikingly similar to the vertebrate Wnt signaling pathway, which 
controls a no. of key developmental decisions such as dorsal -ventral 
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patterning in Xenopus. Factors of the TCF/LEF HMG domain family 
(Tcfs) have recently been established as the downstream effectors of 
the Wingless/Wnt signal transduction pathways. Upon Wingless/Wnt 
signaling, a cascade is initiated that results in the accumulation 
of cytoplasmic .beta. -catenin (or its fly homolog, Armadillo). 
There is also a concomitant translocation of .beta.- 
catenin/Armadillo to the nucleus, where it interacts with a specific 
sequence motif at the N terminus of Tcfs to generate a 
transcriptionally active complex. This bipartite transcription 
factor is targeted to the upstream regulatory regions of Tcf target 
genes including Siamois and Nodal related gene-3 in Xenopus, 
engrailed and Ultrabithorax in Drosophila via the sequence-specific 
HMG box, and mediates their transcriptional activation by virtue of 
transactivation domains contributed by .beta. -catenin/ Armadillo. In 
the absence of Wingless/Wnt signals, a key neg. regulator of the 
pathway, GSK3.beta., is activated, which mediates the downregulation 
of cytoplasmic .beta . -catenin/Armadillo via the ubiquitin-proteasome 
pathway. In the absence of nuclear .beta. -catenin, the Tcfs recruit 
the corepressor protein Groucho to the target gene enhancers and 
actively repress their transcription. An addnl. corepressor 
protein, CREB-binding protein (CBP) , may also be involved in this 
repression of Tcf target gene activity. Several other proteins, 
including adenomatous polyposis coli (APC) , GSK3.beta., and Axin/ 
Conductin, are instrumental in the regulation of 
.beta. -catenin/Armadillo. In APC-def icient colon carcinoma 
cell lines, .beta. -catenin accumulates and is constitutively 
complexed with nuclear Tcf -4. A proportion of APC wild-type colon 
carcinomas and melanomas also contains constitutive nuclear 
Tcf -4/. beta. -catenin complexes as a result of dominant mutations in 
the N terminus of .beta. -catenin that render it insensitive to 
downregulation by APC, GSK3.beta., and Axin/Conductia. 
This results in the unregulated expression of Tcf -4 target genes 
such as c-myc. Based on the established role for Tcf -4 in 
maintaining intestinal stem cells it is likely that deregulation of 
c-myc expression as a result of constitutive Tcf -4/ .beta. -catenin 
activity promotes uncontrolled intestinal cell proliferation. This 
would readily explain the formation of intestinal polyps during 
colon carcinogenesis. Similar mechanisms leading to 
deregulation of Tcf target gene activity are likely to be involved 
in melanoma and other forms of cancer. (c) 2000 Academic 
Press . 

REFERENCE COUNT: 90 

REFERENCE ( S ) : (2) Barker, N; Am J Pathol 1999, V154, P29 

CAPLUS 

(3) Behrens, J; Nature (London) 1996, V382, P638 
CAPLUS 

(4) Behrens, J; Science 1998, V280, P596 CAPLUS 

(5) Bhanot, P; Nature (London) 1996, V382, P225 
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CAPLUS 

(6) Bienz, M; Trends Genet 1994, V10, P22 CAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1999:737696 CAPLUS 
132:90977 

Identification and characterization of E-APC, a 
novel Drosophila homolog of the tumor 
suppressor APC 

Hamada , Fumihiko ; Murata , Yo j i ; Nishida , Ayumu ; 
Fujita, Fumitaka; Tomoyasu, Yoshinori; Nakamura, 
Makoto; Toyoshima, Kumao; Tabata, Tetsuya; Ueno, 
Naoto; Akiyama, Tetsu 

Department of Oncogene Research, Research 
Institute for Microbial Diseases, Osaka 
University, Suita, 565-0871, Japan 
Genes Cells (1999), 4(8), 465-474 
CODEN: GECEFL; ISSN: 1356-9597 
Blackwell Science Ltd. 
Journal 
English 

We have identified a novel Drosophila homolog of APC, E-APC, which 
is similar to but differs in several respects from D-APC. The E-APC 
cDNA encodes a protein of predicted 1067 amino acids, with 7 
armadillo repeats, 2 copies of the 15 -amino acid repeat, 5 copies of 
the 20-amino acid repeat, and 1 Axin/conductin binding 
site. E-APC directly interacts with D-Axin and Armadillo (Arm, the 
Drosophila homolog of .beta. -catenin) in vitro, destabilizes . 
intracellular .beta. -catenin, and suppresses .beta. -catenin/TCF- 
regulated transcription in APC-/- colon cancer cells. The 
E-APC mRNA is ubiquitously expressed throughout all developmental 
stages in Drosophila. Our findings suggest that E-APC may be 
universally involved in the regulation of the Wingless signaling 
pathway by down-regulating the level of Arm in Drosophila. 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



REFERENCE COUNT: 
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35 
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Ahmed, Y; Cell 1998, V93, P1171 CAPLUS 
Baeg, G; EMBO J 1995, V14, P5618 CAPLUS 
Behrens, J; Science 1998, V280, P596 CAPLUS 
Cadigan, K; Genes Dev 1997, Vll, P3286 
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Hamada, F; Science 1999, V283, P1739 CAPLUS 
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AUTHOR(S): Novak, A.; Dedhar, S. 

CORPORATE SOURCE: Sunnybrook Health Science Center, Toronto, ON, 

M4N 3M5, Can. 

SOURCE: Cell. Mol . Life Sci . (1999), 56(5/6), 523-537 

CODEN: CMLSFI; ISSN: 1420-682X 
PUBLISHER: Birkhaeuser Verlag 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review with 167 refs. is given. .beta. -Catenin plays a structural 
role in cell adhesion by binding to cadherins at the intracellular 
surface of the plasma membrane and a signaling role in the cytoplasm 
as the penultimate downstream mediator of the wnt signaling pathway. 
The ultimate mediator of this pathway is a nuclear complex of 
.beta. -catenin acting as a coactivator with lymphoid enhancer 
factor/T cell factor (Lef/Tcf) transcription factors to stimulate 
transcription of a variety of target genes. Signaling through 
.beta. -catenin is regulated by modulating its degrdn. and nuclear 
translocation. In the absence of an activating signal, 
phosphorylation of .beta. -catenin by glycogen synthase kinase 3 
(GSK3 ) acting in conjunction with adenomatous polyposis coli and 
axin/ conductin causes .beta . -catenin to interact with the 
.beta. -transducin repeat-contg. protein which results in its 
ubiquitination and degrdn. Signaling from the wnt pathway activates 
dishevelled which, in an as yet undefined manner, inhibits the 
activity of GSK3 resulting in an increase in the cytoplasmic free 
pool of .beta. -catenin, and translocation into the nucleus. The 
integrin-linked kinase (ILK) pathway also activates 
; b ^ a ;" catenin " (Lef / Tcf signaling. ILK phosphorylates CiSK3 to 
inhibit its activity and "translocates .beta. -catenin into the 
nucleus. In addn., ILK downregulates the expression of E-cadherin 
and upregulates Lef-1 expression. In the final step of the 
.beta.-catenin-Lef/Tcf signaling pathway, nuclear .beta. -catenin 
binds pontin52-TATA binding protein and displaces Groucho-related 
gene or CREB-binding protein corepressors from Lef/ Tcf resulting in 
stimulation of transcription. During development, 
.beta.-catenin-Lef/Tcf signaling is involved in the formation of 
dorsal mesoderm and dorsal axis. Furthermore, defects in the 
.beta.-catenin-Lef/Tcf pathway are involved in the development of 
several types of cancers. 
REFERENCE COUNT: 167 

REFERENCE (S) : (1) Aberle, H; EMBO J 1997, V16, P3797 CAPLUS 

(2) Aberle, H; J Cell Biochem 1996, V61, P514 
CAPLUS 

(4) Ahmed, Y; Cell 1998, V93, P1171 CAPLUS 

(5) Aoki, M; Proc Natl Acad Sci USA 1999, V96, 
PI 3 9 CAPLUS 

(7) Axelrod, J; Science 1996, V271, P1826 CAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1999:549289 CAPLUS 
131:194280 

Agents for treating cancer and other 
human illnesses based on .beta. -catenin 
Birchmeier, Walter; Von Kries, Jens -Peter 
Max-Delbrueck-Centrum fuer Molekulare Medizin, 
Germany 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

German 

1 



26 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 9942481 
WO 9942481 
W: CA, 
RW: AT, 
NL, 

DE 19909251 
EP 105489.9 
R: AT, 
FI 

PRIORITY APPLN 



19990826 
20000210 



JP, 
BE, 
PT, 



BE, 



CY, DE/ DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, 



A2 
A3 

US 
CH, 
SE 

Al 19990826 
A2 20001129 
CH, DE, DK, ES, 



WO 1999-DE554 



19990222 



FR, 



DE 1999-19909251 19990222 
EP 1999-913097 19990222 
GB, GR, IT, LI, NTL, SE, PT, 



IE, 



INFO. 



DE 1998-19807390 A 19980221 
W01999-DE554 W 19990222 
AB C. beta. -catenin is a central mol. of the Wnt signal path. 

Increasing .beta. -catenin- in the cell leads to its translocation 
into the cell nucleus and to its interaction with transcription 
factors of the LEF-1/TCF family. This can lead to colonic 
cancers and melanomas (oncogenic signal path) . However, 
.beta. -catenin also interacts with the tumor-suppressor 
genes APC, conductin, and E-cadherin, which have a 
contrary effect on the cell (antioncogenic effect) . Peptides 
derived from LEF-1-/TCF-4 transcription factors and analogous mols. 
can be used in the treatment of tumors, esp. colonic 
cancers and melanomas. These peptides and analogous mols. 
influence the interaction between .beta. -catenin and LEF-l/TCF. The 
peptides comprise parts of the LEF-l/TCF-4 transcription factors and 
variants and mutations thereof, preferably the 10-40 N-terminal 
amino acids of LEF-1 or TCF-4, as well as peptides derived from the 
armadillo region of .beta . -catenin which were identified as 
interaction domains with LEF-l/TCF, APC, conductin, and 
E-cadherin. The peptides constituting interaction domains with APC 
or conductin can increase the concn. of .beta. -catenin in 
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the cell. These last mols. can be used to influence the formation 
of tissues and organs, e.g. to promote hair growth. 
IT 221220-50-4, Conductin (human) 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(interaction with .beta. -catenin, modulators of ; agents for 
treating cancer and other human illnesses based on 
.beta. -catenin) 
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The protein conductin and its 

application for diagnosis and gene therapy of 

colon cancer 

Behrens, Jurgen; Birchmeier, Walter 
Max-Delbruck-Centrum fur Molekulare Medizin, 
Germany 

PCT Int. Appl., 22 pp. 

CODEN: PIXXD2 

Patent 

German 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 9911780 
WO 9911780 

W: CA, JP, 
RW: AT, BE, 
NL, PT, 
DE 19840875 
EP 1029047 
R: AT, 
PRIORITY APPLN. 



WO 1998-DE2621 19980901 



BE, 
INFO 



A2 19990311 
A3 19990527 

US 

CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, 
SE 

r Al 19990512 
A2 20000823 
CH, DE, DK, FR, GB, 



AB 



DE 1998-19840875 19980901 
EP 1998-954120 19980901 
IT, LI, NL, SE, FI 
DE 1997-19738205 A 19970902 
WO 1998-DE2621 W 19980901 
The invention concerns the novel protein conductin that is 
able to regulate the .beta. -catenin function and interacts with the 
tumor suppressor adenomatous polyposis coli (APC) ; and its 
application in the gene therapy of colon cancer. The 840 
amino acid contg. protein contains domains with various activities: 
78-200 is the RGS (Regulator of G-Protein Signalling) binding 
sequence; 343-396 is the GSK 3. beta, (glycogen synthase kinase 
3. beta.) binding sequence; 397-465 is the .beta. -catenin binding 
sequence; 783-833 is the Dishevelled homol . region. Mutations, 
variants and fragments of conductin with the corresponding 
coding genes and mRNA sequences are also included. Antibodies and 
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nucleic acid probes for the detection of c nductin are 
part of the diagnosis tools. For therapeutic purposes a vector 
contg. the conductin gene is constructed; substances that 
activate and reactivate conductin in the body are 
co-administered, e.g. a substance that activates the 
c nductin promoter or stabilizes mRNA. The effect of 
conductin was proved using SW480 cells with APC mutation and 
thus increased .beta. -catenin level. Introduction of 
conductin resulted in the decrease of .beta. -catenin to the 
same concn. as in non APC mutated SW480 cells. In an expt. with 
Xenopus embryos it was shown that conductin * inhibits the 
_ Wnt/Wingless signaling pathway via its interaction with 
.beta. -catenin. 
IT 221220-50-4, Conductin (human) 

RL : BAC (Biological activity or effector, except adverse) ; PRP 
(Properties) ; BIOL (Biological study) 

(amino acid sequence; protein conductin and application 
for diagnosis and gene therapy of colon cancer) 
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DOCUMENT NUMBER: 131:16667 

TITLE: APC protein: protein interactions and cellular 

functions j 
AUTHOR(S) : Jais, Philippe; Laurent-Puig, Pierre; Olschwang, 

Sylviane 

CORPORATE SOURCE: Unite des Marqueurs Genetiques des Cancers 

(UMGC) , Institut Gustave-Roussy, Villejuif , 
94805, Fr. 

SOURCE: Gastroenterol. Clin. Biol. (1998), 22(12), 

1071-1080 

CODEN: GCBIDC; ISSN: 0399-8320 
PUBLISHER: Masson Editeur 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: French 

AB A review with 112 refs., discussing structures of APC gene and 

protein; functions of APC protein in epithelial cell homeostasis and 
c§ll adhesion; assocn. of APC protein with .beta. -catenin, 
conductin, and GSK3.beta. in normal and transformed cells 
and other proteins -assocns . 

REFERENCE COUNT: 112 

REFERENCE (S) : (1) Aberle, H; EMBO J 1997, V16, P3797 CAPLUS 

(3) Behrens, J; Nature 1996, V382, P638 CAPLUS 

(4) Behrens, J; Science 1998, V280, P596 CAPLUS 

(5) Beinhauer, J; J Cell Biol 1997, V139, P717 
CAPLUS 

(6) Beroud, C; Nucleic Acids Res 1996, V24, P121 
CAPLUS 
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ACCESSION NUMBER: 1999:134134 CAPLUS 

DOCUMENT NUMBER: 131:14675 

TITLE: Cloning of the Human Homolog of Conduction 

(AXIN2), a Gene Mapping to Chromosome 17q23-q24 
AUTHOR (S): Mai, Ming; Qian, Chiping; Yokomizo, Akira; 

Smith, David I.; Liu, Wanguo 
CORPORATE SOURCE : Division of Experimental Pathology, Mayo 

Clinic/Foundation, Rochester, MN, 55905, USA 
SOURCE: Genomics (1999) , 55(3), 341-344 

CODEN: GNMCEP; ISSN: 0888-7543 
PUBLISHER: Academic Press 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB Conduction or Axil, an Axin homolog, plays an important role in the 
regulation of .beta. -catenin stability in the Wnt signaling pathway. 
To facilitate the mol . anal, of the human gene, we isolated the 
human homolog, AXIN2. The cDNA contains a 2529-bp open reading 
frame and encodes a putative protein of 843 amino acids. Compared 
with rat and mouse homologs, AXIN2 shows an overall 89% amino acid 
identity. Several functional domains in this protein are highly 
conserved including the GRS (95.9%), GSK-3.beta. (96.3%), Dsh (98%), 
and .beta. -catenin (89.9%) domains. Radiation hybrid mapping 
localized the AXIN2 gene to human chromosome 17q23-q24, a region 
that shows frequent loss of heterozygosity in breast cancer 
, neuroblastoma, and other tumors. Human AXIN2 is thus a 
very strong candidate involved in multiple tumor types, 
(c) 1999 Academic Press. 
IT 226387-63-9, Conduction (human fetal brain reduced) 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence; cloning of the human homolog of 
conductin (AXIN2) , a gene mapping to chromosome 
17q23-q24) 
REFERENCE COUNT : 2 2 

REFERENCE ( S ) : (1) Aberle, H; EMBO J 1997, V16, P379.7 CAPLUS 

(2) Aberle, H; J Cell Sci 1994, V107, P3655 
CAPLUS 

(3) Barlund, M; Genes Chromosomes Cancer 1997, 
V20, P372 CAPLUS 

(4) Behrens, J; Nature 1996, V382, P638 CAPLUS 

(5) Behrens, J; Science 1998, V280, P596 CAPLUS 
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TITLE: 



130:323365 

Identification of -APC2, a homolog of the 
adenomatous polyposis coli turn r 
suppressor 

Van Es, J. H.; Kirkpatrick, C; Van de Wetering, 
M. ; Molenaar, M.; Miles, A.; Kuipers, J.; 
Destree, 0.; Peifer, M. ; Clevers, H. 
Department of Immunology, University Hospital, 
Utrecht, 3508 GA, Neth. 
Curr. Biol. (1999), 9(2), 105-108 
CODEN: CUBLE2; ISSN: 0960-9822 
__Cujrrent Biology .Publications 
Journal 
English 

We report the identification and genomic structure of APC homologs. 
Mammalian APC2, which closely resembles APC in overall domain 
structure, was functionally analyzed and shown to contain 2 SAMP 
domains, both of which are required for binding to conductin 

Like APC, APC2 regulates the formation of active 
•beta. -catenin-Tcf complexes, as demonstrated using transient 
transcriptional activation assays in APC-/- colon carcinoma 
cells. Human APC 2 maps to chromosome 19pl3.3. APC and APC 2 may 
therefore have comparable functions in development and 
cancer. 
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Functional interaction of an axin homolog, 
conductin, with .beta . -catenin, APC and 
GSK3.beta. 

Behrens, Jurgens; Jerchow, Boris -Alexander; 
Wurtele, Martin; Grimm, Jan; Asbrand, Christian; 
Wirtz, Ralph; Kuhl, Michael; Wedlich, Doris; 
Birchmeier, Walter 

Max Delbruck Cent. Molecular Med., Berlin, 
13122, Germany 

Science (Washington, D. C.) (1998), 280(5363), 
596-599 . . 

CODEN: SCIEAS; ISSN: 0036-8075 

American Association for the Advancement of 
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Science 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Control of stability of .beta. -catenin is central in the wnt 
signaling pathway. Here, the protein conductin was found 
to form a complex with both .beta. -catenin and the tumor 
suppressor gene product adenomatous polyposis coli (APC) . 
Conductin induced .beta. -catenin degrdn. , whereas mutants of 
conductin that were deficient in complex formation 
stabilized .beta. -catenin. Fragments of APC that contained a 
conductin -binding domain also blocked .beta. -catenin degrdn. 

Thus , conductin is_ a component of . the mult iprptein complex 

that directs .beta. -catenin to degrdn. and is located downstream of 
APC. In Xenopus embryos, conductin interfered with 
wnt-induced axis formation. 

(FILE 'MEDLINE, BIOSIS, EMBASE, WPIDS, CONFSCI , SCISEARCH, 
JICST-EPLUS, JAPIO, CANCERLIT' ENTERED AT 11:17:14 ON 11 JUN 2001) 
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conductin, obtained by specific screening 
method. 
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PL PT RO RU SD SE SG SI SK SL TJ TM TR TT TZ UA UG US UZ VN 
YU ZA ZW 
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APPLICATION DETAILS: 
PATENT NO KIND 



DE 19944404 Al 
WO 2001019353 A2 



APPLICATION 



DATE 



DE 1999-19944404 
WO 2000-DE3104 



19990916 
20000907 



PRIORITY APPLN. INFO: DE 1999-19944404 19990916 

AN 2001-246094 [26] WPIDS 

AB DE 19944404 A UPAB : 20010515 

NOVELTY. - An agent (I) _for therapy _ of human disorders comprising an 
inhibitor of the binding of beta -catenin to LEF-1/TCF- transcription 
factors, APC (undefined) or conductin, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is included for 
identifying agents (I), comprising identifying hydrophobic pockets 
in the vicinity of essential binding sites in the beta -catenin 
molecule, and synthesizing compounds which fit in these pockets. 
ACTIVITY - Cytostatic. 
No biological data is given. 

MECHANISM OF -ACT ION - Inhibition of binding of beta -catenin to 
LEF-1/TCF- transcript ion factors, APC or conductin. 

USE - For therapy of tumors (e.g. colon 
carcinoma or melanoma) , for tissue regeneration or for 
stimulation of hair growth (claimed) . 
Dwg. 0/3 
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22 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
2001083138 EMBASE 

Oncogenic targets of .beta . -catenin-mediated 
transcription in molecular pathogenesis of intestinal 
polyposis . 
Watson S.A. 

S.A. Watson, Academic Unit of Cancer Studies, 
University of Nottingham, Nottingham NG7 2UH, United 
Kingdom, sue . watson@nottingham.ac.uk 
Lancet, (24 Feb 2001) 357/9256 (572-573). 
Refs:14 

ISSN: 0140-6736 CODEN: LANCAO 

United Kingdom 

Journal; Note 

016 Cancer 

022 Human Genetics 

029 Clinical Biochemistry 

048 Gastroenterology 

English 



L8 ANSWER 3 OF 22 WPIDS COPYRIGHT 2001 DERWENT INFORMATION LTD 



Searcher 



Shears 308-4994 



09/587574 



ACCESSION NUMBER: 
DOC. NO. NON-CPI: 
DOC. NO. CPI: 
TITLE : 



2000-293152 [25] WPIDS 

N2000-219772 
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Novel human tumor suppressor gene, 
adenomatous polyposis coli (APC)-2, used in the 
diagnosis, prevention, and treatment of 
cancer. 
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AU 9960106 A 20000417 (200035) 
APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 



WO 2000018913 Al WO 1999-NL595 19990924 

AU 9960106 A AU 1999-60106 19990924 

FILING DETAILS: 

PATENT NO KIND PATENT NO 



AU 9960106 A Based on WO 200018913 

PRIORITY APPLN. INFO: EP 1998-203237 19980925 

AN 2000-293152 [25] WPIDS 

AB WO 200018913 A UPAB : 20000524 

NOVELTY - Isolated and/or recombinant nucleic acid (NA) or a 
specific fragment, homolog or derivative thereof (I), corresponding 
to a gene located at position 19pl3.3 in humans and comprising the 
2397 base pair (bp) sequence given in the specification (adenomatous 
polyposis coli (APC)-2), is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) an expression vector comprising (I); 
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(2) a cell comprising (I) or the expression vector of (1) ; 

(3) an animal comprising the cell of (2); 

(4) a protein, derivative, or fragment encoded by (I) or 
produced by the cell of (2) ; 

(5) an antibody directed against the protein of (4); 

(6) identifying a candidate drug (especially a drug for use in 
a cancer patient), by using, of the cell of (2), animal of 

(3), protein of (4), or antibody of (5); and 

(7) diagnosing cancer by using (I), the cell of (2), 
animal of (3) , protein of (4) , or antibody of (5) . 

ACTIVITY - Cytostatic. 

MECHANISM ^ OF _ ACTION - The ad^npm^ous polyposis col i, (APC) -2 

tumor suppressor gene controls the Wnt pathway by the 

formation of a complex with GSK-3b, axin/conductin and 

beta -catenin, inducing the rapid degradation of the latter. 

USE - The adenomatous polyposis coli (APC) -2 polynucleotides 
are used. for the diagnosis (claimed), prevention and treatment of 
cancer. They are also used for the recombinant production of 
APC-2 proteins. The methods are used to identify candidate drugs 
(claimed), especially for use in the treatment of cancers, 
preferably a fetal cancer, cancers with a stem 
cell phenotype, brain, lung, kidney or intestinal cancer 
(all claimed) . 

ADVANTAGE - None given. 

DESCRIPTION OF DRAWING (S) - The figure shows the comparison of 
adenomatous polyposis coli (APC) and APC-2. Domain structures 
conserved between these APC relatives are indicated in various 
boxes. 
Dwg.lA/4 
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ACCESSION NUMBER: 2000:808103 SCISEARCH 
THE GENUINE ARTICLE: 366KD 

TITLE: Differential regulation of glycogen synthase kinase 

3 beta by insulin and Wnt signaling 
AUTHOR: Ding V W; Chen R H; McCormick F (Reprint) 

CORPORATE SOURCE: UNIV CALIF SAN FRANCISCO, CANC RES INST, 2 340 SUTTER 

ST, BOX 0128, SAN FRANCISCO, CA 94115 (Reprint); 

UNIV CALIF SAN FRANCISCO, CANC RES INST, SAN 

FRANCISCO, CA 94143 
COUNTRY OF AUTHOR: USA 

SOURCE: JOURNAL OF BIOLOGICAL CHEMISTRY, (20 OCT 2000) Vol. 

275, No. 42, pp. 32475-32481. 

Publisher: AMER SOC BIOCHEMISTRY MOLECULAR BIOLOGY 
INC, 9650 ROCKVILLE PIKE, BETHESDA, MD 20814. 
ISSN: 0021-9258. 

DOCUMENT TYPE: Article; Journal 

FILE SEGMENT: LIFE 
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LANGUAGE: English 

REFERENCE COUNT: 53 

*ABS TRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Glycogen synthase kinase 3 beta (GSK3 beta) is a key component in 

many biological processes including insulin and Wnt signaling. Since 
the activation of each signaling pathway results in a decrease in 
GSK3 beta activity, we examined the specificity of their downstream 
effects in the same cell type. Insulin induces an increased activity 
of glycogen synthase but has no influence on the protein level of 
beta -catenin. In contrast, Wnt increases the cytosolic pool of beta 
-catenin but not glycogen synthase activity. We found that, unlike 

insul in, neither the „phosphpry_lat_ion_ status . of _tjie_ serine9 jresidue 

of GSK3 beta nor the activity of protein kinase B is regulated by 
Wnt. Although the decrease in GSK3 beta activity is required, GSK3 
beta may not be the limiting component for Wnt signaling in the 
cells that we examined. Our results suggest that the axin- 
conductin complexed GSK3 beta may be dedicated to Wnt rather 
than insulin signaling. Insulin and Wnt pathways regulate GSK3 beta 
through different mechanisms, and therefore lead to distinct 
downstream events . 
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ACCESSION NUMBER: 2000455676 MEDLINE 
DOCUMENT NUMBER: 20423090 PubMed ID: 10966653 

TITLE: H ot spots in beta-catenin for interactions with 

LEF-1, conductin and APC. 
AUTHOR: von Kries J P; Winbeck G; Asbrand C; Schwarz-Romond 

T; Sochnikova N; Dell'Oro A; Behrens J; Birchmeier W 
CORPORATE SOURCE: Max -De Ibruck- Center for Molecular Medicine, 

Robert-Rossle-Strasse 10, 13093 Berlin, Germany. 
SOURCE: NATURE STRUCTURAL BIOLOGY, (2000 Sep) 7 (9) 800-7. 

Journal code: B98; 9421566. ISSN: 1072-8368. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200009 
ENTRY DATE: Entered STN: 20001005 

Last Updated on STN: 20001005 

Entered Medline: 20000928 
AB Interactions between beta-catenin and LEF-1/TCF, APC and 
conductin/ axin are essential for wnt-controlled 

stabilization of beta-catenin and transcriptional activation. The 
wnt signal transduction pathway is important in both embryonic 
development arid tumor progression. We identify here amino 
acid residues in beta-catenin that distinctly affect its binding to 
LEF-1/TCF, APC and conductin. These residues form separate 
surface clusters, termed hot spots, along the armadillo superhelix 
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of beta-catenin. We also show that complementary charged and 
hydrophobic amino acids are required for formation of the bipartite 
beta-catenin-LEF-1 transcription factor. Moreover, we demonstrate 
that conductin/axin binding to beta-catenin is essential 
for beta-catenin degradation, and that APC acts as a cofactor of 
conductin/axin in this process. Binding of APC to 
conductin/axin activates the latter and occurs between their 
SAMP and RGS domains, respectively. 
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BIOSIS COPYRIGHT 2001 BIOSIS 
2000:275471 BIOSIS 
PREV 2 0 00 00 2 7 5 4 71. 

Human conductin (Axin2) , like its mouse 
counterpart, binds to APC, GSK3betaand beta-catenin. 
Dong, Xiangyang (1); Mai, Ming (1); Seelan, Ratnam 
(1); Qian, Chiping (1); Smith, David I. (1); Liu, 
Wanguo ( 1 ) 

(1) Mayo Clin, Rochester, MN USA 

Proceedings of the American Association for Cancer 
Research Annual Meeting, (March, 2000) No. 41, pp. 
745 . print . . 

Meeting Info.: 91st Annual Meeting of the American 

Association for Cancer Research. San Francisco, 

California, USA April 01-05, 2000 

ISSN: 0197-016X. 

Conference 

English 

English 
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MEDLINE DUPLICATE 2 

2000123741 MEDLINE 
20123741 PubMed ID: 10656974 
Biochemical interactions in the wnt pathway. 
Seidensticker M J; Behrens J 
Max-Delbruck-Center for Molecular Medicine, 
Robert-Rossle-Strasse 10, 13122, Berlin, Germany. 
BIOCHIMICA ET BIOPHYSICA ACTA, (2000 Feb 2) .1495 (2) 
168-82. Ref: 143 

Journal code: A0W; 0217513. ISSN: 0006-3002. 
Netherlands 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals 
200005 

Entered STN : 20000512 

Last Updated on STN: 20000512 
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AB 



Entered Medline: 20000502 
The wnt signal transduction pathway is involved in many 
differentiation events during embryonic development and can lead to 
tumor formation after aberrant activation of its components. 
The cytoplasmic component beta-catenin is central to the 
transmission of wnt signals to the nucleus: in the absence of wnts 
beta-catenin is constitutively degraded in proteasomes, whereas in 
the presence of wnts beta-catenin is stabilized and associates with 
HMG box transcription factors of the LEF/TCF family. In 
tumors, beta-catenin degradation is blocked by mutations of 
the tumor suppressor gene APC (adenomatous polyposis 
coli) , or of beta-catenin itself . As a .consequence y constitutive 
TCF/beta-catenin complexes are formed and activate oncogenic target 
genes. This review discusses the mechanisms that silence the pathway 
in cells that do not receive a wnt signal and goes on to describe 
the regulatory steps involved in the activation of the pathway. 
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22 MEDLINE 

2001019501 MEDLINE 

20472311 PubMed ID: 11017067 

Mutations in AXIN2 cause colorectal cancer 

with defective mismatch repair by activating 

beta-catenin/TCF signalling. 

Liu W; Dong X; Mai M; Seelan R S; Taniguchi K; 
Krishnadath K K; Hailing K C; Cunningham J M; Qian C; 
Christensen E; Roche P C; Smith D I; Thibodeau S N 
Division of Experimental Pathology, Department of 
Laboratory Medicine and Pathology, Mayo Clinic and 
Mayo Medical School, Rochester, Minnesota, USA., 
liu . wanguo@mayo . edu 
CA 48031 (NCI) 
CA 60117 (NCI) 

NATURE GENETICS, (2000 Oct) 26 (2) 146-7. 
Journal code: BRO. ISSN: 1061-4036. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200011 

Entered STN : 20010322 

Last Updated on STN: 2 0010322 

Entered Medline: 20001108 
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AUTHOR: Behrens J 

CORPORATE SOURCE: Max-Delbruck-Center for Molecular Medicine, Berlin, 

Germany . . j behren@mdc -ber 1 in . de 
SOURCE: ANNALS OF THE NEW YORK ACADEMY OF SCIENCES, (2000 

Jun) 910 21-33; discussion 33-5. Ref : 72 

Journal code: 5NM; 7506858. ISSN: 0077-8923. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, TUTORIAL) 
LANGUAGE: English 

FILE SEGME NT: _ „ . Priority Journals. _ . _ . ; 

ENTRY MONTH: 2 00008 

ENTRY DATE: Entered STN: 20000824 

Last Updated on STN: 20000824 
Entered Medline: 20000817 

AB The wnt signal transduction pathway is involved in various 

differentiation events during embryonic development and leads to 
tumor formation when aberrantly activated. The wnt signal is 
transmitted to the nucleus by the cytoplasmic component 
beta-catenin: in the absence of wnts, beta-catenin is constitutively 
degraded in proteasomes, whereas in the presence of wnts 
beta-catenin is stabilized and can associate with HMG box 
transcription factors of the LEF/TCF family. The 

LEF/TCF/beta-catenin complexes activate specific wnt target genes. 

In tumors, beta-catenin degradation is blocked by 

mutations of beta-catenin or of the tumor suppressor gene 

product APC. As a consequence, beta-catenin is stabilized, 

constitutive complexes with LEF/TCF factors are formed, and 

oncogenic target genes, such as c-myc, cyclin Dl, and c-jun, are 

activated. Thus, control of beta-catenin is a major regulatory event 

in normal wnt signaling and during tumor formation. It has 

been found that a multiprotein complex assembled by the cytoplasmic 

component conductin induces degradation of cytoplasmic 

beta-catenin. The complex includes APC, the serine/threonine kinase 

GSK3 beta, and beta-catenin, which bind to conductin at 

distinct domains. In colon carcinoma cells, forced 

expression of conductin downregulates beta-catenin, 

whereas in normal cells mutants of conductin that are 

deficient in complex formation stabilize beta-catenin. Fragments of 

APC that contain a conductin -binding domain also block 

beta-catenin degradation. In Xenopus embryos, conductin 

inhibits the wnt pathway. In situ hybridization analysis shows that 

conductin is expressed in various embryonal tissues known to 

be regulated by wnts, such as the developing brain, mesenchyme below 

the epidermis, lung mesenchyme, and. kidney. It is suggested that 

conductin controls wnt signaling by assembling the essential 

components of the beta-catenin degradation pathway. Alterations of 
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conductin function may lead to tumor formation. 

L8 ANSWER 10 OF 22 MEDLINE DUPLICATE 5 

ACCESSION NUMBER: 2000017120 MEDLINE 

DOCUMENT NUMBER: 20017120 PubMed ID: 10549354 

TITLE : The Yin- Yang of TCF/beta-catenin signaling. 

AUTHOR: Barker N; Morin P J; Clevers H 

CORPORATE SOURCE: Department of Immunology, University Hospital, 

Utrecht, The Netherlands. 
SOURCE: ADVANCES IN CANCER RESEARCH, (2000) 77 1-24. Ref: 

100 

_ _ Journal^ code t_ 2J6 ; _ 03 704 16 . JLSSN? 0 065 -23 OX . 

PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199911 

ENTRY DATE: Entered STN: 20000111 

Last Updated on STN: 20000111 

Entered Medline: 19991123 
AB Wingless/Wnt signaling directs cell-fate choices during embryonic 
development. In Drosophila, Wingless signaling mediates endoderm 
induction and the establishment of segment polarity in the 
developing embryo. The fly Wingless cascade is strikingly similar to 
the vertebrate Wnt signaling pathway, which controls a number of key 
developmental decisions such as dorsal -ventral patterning in 
Xenopus. Factors of the TCF/LEF HMG domain family (Tcfs) have 
recently been established as the downstream effectors of the 
Wingless/Wnt signal transduction pathways. Upon Wingless/Wnt 
signaling, a cascade is initiated that results in the accumulation 
of cytoplasmic beta-catenin (or its fly homolog, Armadillo) . There 
is also a concomitant translocation of beta-catenin/Armadillo to the 
nucleus, where it interacts with a specific sequence motif at the N 
terminus of Tcfs to generate a transcriptionally active complex. 
This bipartite transcription factor is targeted to the upstream 
regulatory regions of Tcf target genes including Siamois and Nodal 
related gene-3 in Xenopus, engrailed and Ultrabithorax in Drosophila 
via the sequence-specific HMG box, and mediates their 
transcriptional activation by virtue of transactivation domains 
contributed by beta-catenin/Armadillo. In the absence of 
Wingless/Wnt signals, a key negative regulator of the pathway, GSK3 
beta, is activated, which mediates the downregulation of cytoplasmic 
beta-catenin/Armadillo via the ubiquitin-proteasome pathway. In the 
absence of nuclear beta-catenin, the Tcfs recruit the corepressor 
protein Groucho to the target gene enhancers and actively repress 
their transcription. An additional corepressor protein, CREB-binding 
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protein (CBP) , may also be involved in this repression of Tcf target 
gene activity. Several other proteins, including adenomatous 
polyposis coli (APC) , GSK3 beta, and Axin/Conductin, are 
instrumental in the regulation of beta-catenin/Armadillo. In 
APC-def icient colon carcinoma cell lines, beta-catenin 
accumulates and is constitutively complexed with nuclear Tcf -4. A 
proportion of APC wild-type colon carcinomas and melanomas 
also contains constitutive nuclear Tcf -4/beta-catenin complexes as a 
result of dominant mutations in the N terminus of beta-catenin that 
render it insensitive to downregulation by APC, GSK3 beta, and Axin/ 
C nductin. This results in the unregulated expression of 
Tcf-4 Jtarget„genes such_as c-myc._ Based on the established jrqle for 
Tcf -4 in maintaining intestinal stem cells it is likely that 
deregulation of c-myc expression as a result of constitutive 
Tcf-4/beta-catenin activity promotes uncontrolled intestinal cell 
proliferation. This would readily explain the formation of 
intestinal polyps during colon carcinogenesis. Similar 
mechanisms leading to deregulation of Tcf target gene activity are 
likely to be involved in melanoma and other forms of cancer 
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1999-214706 [18] WPIDS 

N1999-158020 
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Tumor-suppressing protein 
conductin - used for treatment and 
diagnosis of tumors. 
B04 D16 S03 

BEHRENS, J; BIRCHMEIER, W 

(DELB-N) DELBRUECK CENT MOLEKULARE MEDIZIN MAX 
22 



PATENT NO KIND DATE WEEK LA PG 



WO 9911780 A2 19990311 (199918)* GE 21 
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EP 1029047 A2 20000823 (200041) GE 
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WO 9911780 A2 WO 1998-DE2621 19980901 
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DE 19840875 
EP 1029047 



Al 
A2 



DE 1998-19840875 19980901 
EP 1998-954120 19980901 
WO 1998-DE2621 19980901 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



EP 1029047 



A2 Based on 



WO 9911780 



PRIORITY APPLN. INFO: DE 1997-19738205 19970902 

-AN. .1999-214.706 [18] . WPIDS 

AB WO 9911780 A UPAB : 19990511 

NOVELTY - The protein conductin (I) and its variants, 
mutants and fragments are new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: (1) composition for diagnosing tumors 
comprising an agent that detects (I), the (I) -encoding gene (II) or 
derived mRNA; (2) composition for treating tumors 

containing an agent that activates or reactivates (I) in vivo; (3) 
cDNA (III) that encodes (I) , its variants, mutants or fragments; (4) 
use of (II) for gene therapy of tumors; and (5) partial 
sequences of the adenomatosis polyposis coli (APC) protein 
comprising amino acids (aa) 1464-1604, 1516 r 1595, 1690-1778 or 
1995-2083 as RGS-domain interaction sites (RGS - regulator of 
G-protein signaling) . 

USE - Detecting presence or amount of (I) , at protein or 
nucleic acid levels, is used to diagnose tumors, while 
agents that (re) activate (I) are used for tumor therapy. 
Antitumor. (I) binds to beta -catenin and induces its cytoplasmic 
degradation, resulting in blockade of the Wnt/Wingless signaling 
pathway in vertebrates. (I) also binds to APC fragments and, in 
conjunction with APC, acts as a tumor suppressor. In SW84 0 
cells APC is mutated, leading to increased levels of beta -catenin 
in cytoplasm and the nucleus. When (I) was introduced into these 
cells, beta -catenin was depleted in both cell compartments, with 
the effect being as strong as that for wild- type APC . 
Dwg.0/4 
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beta-catenin with transcription factors or 
tumor suppressor gene products. 
B04 D16 

BIRCHMEIER, W; VON KRIES, J 



DERWENT CLASS: 
INVENTOR (S) : 



Searcher 



Shears 



308-4994 



09/587574 



PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 



(DELB-N) DELBRUECK CENT MOLEKULARE MEDIZIN MAX 
22 



PATENT NO KIND DATE 



WEEK 



LA PG 



DE 19909251 Al 19990826 (199940)* 15 
WO 9942481 A2 19990826 (199942) GE 

RW: AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
W : CA JP US 
EP 1054899 A2 20001129 (200063) GE 

Rj_AT_BE_ ._CH.BE. DK ES .FI FR- GB- GR . IE IT LI. NL i .PT SE 



APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION 



DATE 



DE 19909251 Al 
WO 9942481 A2 
EP 1054899 A2 



DE 1999-19909251 19990222 



WO 1999-DE554 
EP 1999-913097 
WO 1999-DE554 



19990222 
19990222 
19990222 



FILING DETAILS : 



PATENT NO KIND 

EP 1054899 A2 Based on 



PATENT NO 
WO 9942481 



PRIORITY APPLN 
AN 
AB 



INFO: DE 1998-198073 90 19980221 
1999-470389 [40] WPIDS 
DE 19909251 A UPAB: 19991004 
NOVELTY - Agent (A) for treating human disease is based on 
substances (I) that modulate (inhibit or promote) the interaction of 
beta -catenin (bC) with transcription factors or products of 
tumor suppressor genes. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: (a) peptide (II) comprising part of the LEF-l/TCF-4 
transcription factors, or their variants and mutants; (b) peptide 
and related molecules (III) from the armadillo domain (arm units 
3-8) of bC, and mutants of the complete bC molecule, that include at 
least one of the specific interaction domains for LEF-1, TCF-4, APC, 
conductin or E-cadherin; and (c) enzyme-linked immunosorbent 
assay (ELISA) for screening substance libraries for compounds that 
modulate interaction of bC with LEF-l/TCF, APC, conductin 
or E-cadherin. 

ACTIVITY - Antitumor. 

MECHANISM OF ACTION - bC is a key compound in the Wnt signaling 
pathway and is involved in development of tumors. 
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Generally its interaction with LEF-1 or TCF-4 is oncogenic but 
interaction with APC, conductin or E-cadherin is 
an t i - oncogeni c . 

USE - (A) which inhibit interaction are particularly used to 
treat tumors, especially carcinoma of the colon 

and melanoma, but also, where they promote interaction, to stimulate 
regeneration of organs and tissues, specifically hair growth. 
Dwg.0/6 
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TITLE: beta-catenin signaling and cancer. 

AUTHOR: Morin P J 
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Research Center, National Institute on Aging, 5600 
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Journal; Article; (JOURNAL ARTICLE) 
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LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200002 

ENTRY DATE: Entered STN: 2 0000209 

Last Updated on STN: 20000209 

Entered Medline: 20000203 
AB Since its discovery as a protein associated with the cytoplasmic 
region of E-cadherin, beta-catenin has been shown to perform two 
apparently unrelated functions: it has a crucial role in cell-cell 
adhesion in addition to a signaling role as a component of the 
Wnt/wg pathway. Wnt/wg signaling results in beta-catenin 
accumulation and transcriptional activation of specific target genes 
during development. It is now apparent that deregulation of 
beta-catenin signaling is an important event in the genesis of a 
number of malignancies, such as colon cancer, melanoma, 
hepatocellular carcinoma, ovarian cancer, 
endometrial cancer, medulloblastoma pilomatricomas, and 
prostate cancer, beta-catenin mutations appear to be a 
crucial step in the progression of a subset of these cancers 
, suggesting an important role in the control of cellular 
proliferation or cell death. The APC/beta-catenin pathway is highly 
regulated and includes players such as GSK3-beta, CBP, Groucho, 
Axin, Conductin, and TCF. c-MYC and cyclin Dl were 

recently identified as a key transcriptional targets of this pathway 



Searcher : Shears 3 08-4994 



A 



09/587574 



and additional targets are likely to emerge. Published 1999 John 
Wiley & Sons, Inc. 
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Centre, Toronto, Ontario, Canada. 
SOURCE: CELLULAR AND MOLECULAR LIFE SCIENCES , (1999 Oct 30) 
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Journal; Article; (JOURNAL ARTICLE) 
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ENTRY MONTH: 200102 

ENTRY DATE: Entered STN: 2 0010322 

Last Updated on STN: 20010322 
Entered PubMed: 20010209 
Entered Medline: 20010215 

AB Beta-catenin plays a structural role in cell adhesion by binding to 
cadherins at the intracellular surface of the plasma membrane and a 
signaling role in the cytoplasm as the penultimate downstream 
mediator of. the wnt signaling pathway. The ultimate mediator of this 
pathway is a nuclear complex of beta-catenin acting as a coactivtor 
with lymphoid enhancer factor/T cell factor (Lef/Tcf) transcription 
factors to stimulate transcription of a variety of target genes. 
Signaling through beta-catenin is regulated by modulating its 
degradation and nuclear translocation. In the absence of an. 
activating signal, phosphorylation of beta-catenin by glycogen 
synthase kinase 3 (GSK3) acting in conjunction with adenomatous 
polyposis coli and axin/conductin causes beta-catenin to 
interact with the beta-transducin repeat -containing protein which 
results in its ubiquitination and degradation. Signaling from the 
wnt pathway activates dishevelled which, in an as yet undefined 
manner, inhibits the activity of GSK3 resulting in an increase in 
the cytoplasmic free pool of beta-catenin, and translocation into 
the nucleus. The integrin- linked kinase (ILK) pathway also activates 
beta-catenin-Lef /Tcf signaling. ILK phosphorylates GSK3 to inhibit 
its activity and translocates beta-catenin into the nucleus. In 
addition, ILK downregulates the expression of E-cadherin and 
upregulates Lef-1 expression. In the final step of the 
beta-catenin-Lef /Tcf signaling pathway, nuclear beta-catenin binds 
pontin52-TATA binding protein and displaces Groucho-related gene or 
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CREB-binding protein corepressors from Lef/Tcf resulting in 
stimulation of transcription. During development, 
beta-catenin-Lef/Tcf signaling is involved in the formation of 
dorsal mesoderm and dorsal axis. Furthermore, defects in the 
beta-catenin-Lef/Tcf pathway are involved in the development of 
several types of cancers. 
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TITLE: Identification and characterization of E-APC, a novel 
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suppressor APC. 

AUTHOR: Hamada F; Murata Y; Nishida A; Fujita F; Tomoyasu Y; 

Nakamura M; Toyoshima K; Tabata T; Ueno N; Akiyama T 
CORPORATE SOURCE: Department of Oncogene Research, Research Institute 

for Microbial Diseases, Osaka University, 3-1 

Yamadaoka, Suit a 565-0871, Japan, and. 
SOURCE: GENES TO CELLS, (1999 Aug) 4 (8) 465-74. 
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FILE SEGMENT: Priority Journals 
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Last Updated on STN: 20000915 

Entered Medline: 19991223 
AB BACKGROUND: Mutations in the adenomatous polyposis coli (APC) 
tumour suppressor gene are implicated in the genesis of 
colorectal cancers. The product of the APC gene forms a 
complex with beta-catenin, glycogen synthase kinase 3beta 
(GSK-3beta) and Axin/ conduct in, and induces the 

degradation of beta-catenin. RESULTS: We have identified a novel 
Drosophila homologue of APC, E-APC, which is similar to but differs 
in several respects from D-APC. The E-APC cDNA encodes a protein of 
predicted 1067 amino acids, with seven armadillo repeats, two copies 
of the 15-amino acid repeat, five copies of the 20-amino acid 
repeat, and one Axin/conductin binding site. E-APC 
directly interacts with D-Axin and Armadillo (Arm, the Drosophila 
homologue of beta-catenin) in vitro, destabilizes intracellular 
beta-catenin, and suppresses beta-catenin/TCF-regulated 
transcription in APC-/- colon cancer cells. The E-APC mRNA 
is ubiquitously expressed throughout all developmental stages in 
Drosophila. CONCLUSION: Our findings suggest that E-APC may be 
universally involved in the regulation of the Wingless signalling 
pathway by down-regulating the level of Arm in Drosophila. 
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Cloning of the human homolog of conductin 
(AXIN2) , a gene mapping to chromosome 17q23-q24. 
Mai M; Qian C; Yokomizo A; Smith D I; Liu W 
Department of Laboratory Medicine and Pathology, Mayo 
Clinic/Foundation, Rochester, Minnesota 55905, USA. 
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GENOMICS, (1999 Feb 1) 55 (3) 341-4. 
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English 
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199905 

Entered STN: 19990607 
Last Updated on STN: 19990607 
Entered Medline: 19990524 
Conductin or Axil, an Axin homolog, plays an important 
role in the regulation of beta-catenin stability in the Wnt 
signaling pathway. To facilitate the molecular analysis of the human 
gene, we isolated the human homolog, AXIN2 . The cDNA contains a 
2529-bp open reading frame and encodes a putative protein of 843 
amino acids. Compared with rat and mouse homologs, AXIN2 shows an 
overall 89% amino acid identity. Several functional domains in this 
protein are highly conserved including the GRS (95.9%), GSK-3beta 
(96.3%), Dsn (98%), and beta-catenin (89.9%) domains. Radiation 
hybrid mapping localized the AXIN2 gene to human chromosome 
17q23-q24, a region that shows frequent loss of heterozygosity in 
breast cancer, neuroblastoma, and other tumors. 

Human AXIN2 is thus a very strong candidate involved in multiple 
tumor types. 
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Article; Journal 
English 
97 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
The Wnt signaling pathway is conserved in various species from 
worms to mammals, and, plays important roles in development, 
cellular proliferation, and differentiation. The molecular 
mechanisms by which the Wnt signal regulates cellular functions are 
becoming increasingly well understood. Wnt stabilizes cytoplasmic 
beta-catenin, which stimulates the expression of genes including 
c-myc, c-jun, fra-1, and cyclin Dl. Axin and its homolog Axil, newly 

re^ognized^as ..componentj^ Wnt si gnaling p_^hway, m jiegat ively 

regulate this pathway. Other components of the Wnt signaling 
pathway, including Dvl, glycogen synthase kinase -3 beta (GSK-3 . 
beta), beta-catenin, and adenomatous polyposis coli (APC) , interact 
with Axin, and the phosphorylation and stability of beta-catenin are 
regulated in the Axin complex. Axil has similar functions to Axin. 
Thus, Axin and Axil act as scaffold proteins in the Wnt signaling 
pathway, thereby modulating the Wnt-dependent cellular functions. 
(C) 2 000 Elsevier Science Ltd. All rights reserved. 
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AB The adenomatous polyposis coli (APC) tumour -suppressor 

protein controls the Wnt signalling pathway by forming a complex 
with glycogen synthase kinase 3beta (GSK-3beta) , axin/ 
conductin and betacatenin. Complex formation induces the 
rapid degradation of betacatenin. In colon carcinoma 
cells, loss of APC leads to the accumulation of betacatenin in the 
nucleus, where it binds to and activates the Tcf-4 transcription 
factor (reviewed in [1] [2]). Here, we report the identification and 
genomic structure of APC homologues. Mammalian APC2, which closely 
resembles APC in overall domain structure, was functionally analyzed 
and shown to contain two SAMP domains, both of which are required 

for binding to conductin. _Like_ APC , _MC2__re - gu_lafee.s. Jthe 

formation of active betacatenin-Tcf complexes, as demonstrated using 

transient transcriptional activation assays in APC -/- colon 

carcinoma cells. Human APC2 maps to chromosome 19pl3.3. APC 

and APC2 may therefore have comparable functions in development and 

cancer. 
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TITLE: Arthroscopic treatment for dorsal wrist ganglion. 

AUTHOR: NISHIKAWA SHINJI ; ARAI KOICHI; TAKEUCHI KAZUNARI; 



AB In excising a ganglion located at the dorsum of the wrist joint, one 
may lose sight of the base of the ganglion, which may result in a 
recurrence of the condition; or the surgical procedure may leave a 
large, unsightly surgical cicatrix on the dorsum of the hand due to 
the size of the lesion. To eliminate these problems, we have been 
conductin surgery on ganglions of the dorsal wrist joint 
under arthroscopy. The details are reported below. A total of 16 
joints(10 right and 6 left) in 16 patients (7 males and 9 females, 
ages ranging from 12 to 83 years, with a mean of 42 years) have 
undergone the arthroscopic procedure* A nodule was palpated at the 
center of the dorsum of the wrist in each patients and all reported 
pain that was associated with movement. Six had experienced repeated 
recurrences for six months or more; the condition had developed for 
the first time in eight (among whom, two had been subjected to 
repeated aspiration therapy) ; and the condition had returned in one 
following surgical therapy. MR I was conducted prior to surgery to 
confirm that there was communication between the ganglion and the 
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scapholunate joint (SL joint). Arthroscopy was conducted at portals 
I -II and a probe and a shaver were inserted through portals IV- V. 
The position of the base of the ganglion that was palpated at the 
dorsum of the scapholunate ligament (SL ligament) was confirmed under 
arthroscopy and excised with the shaver. No recurrence was noted and 
the postoperative course was satisfactory for a follow-up period 
that lasted from 2 to 15 months (mean, 6.4). The method introduced 
above applies to all ganglions that originate at the SL joint: but 
it is particularly suitable for large growths that are likely to 
leave prominent surgical scars or for radical treatment of those 
that return repeatedly after aspiration and cause pain associated 
_with_.wrist-mov_ement.. author . ahaJL-J 
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AB Control of stability of beta-catenin is central in the wnt signaling 
pathway. Here, the protein conductin was found to form a 
complex with both beta-catenin and the tumor suppressor 
gene product adenomatous polyposis coli (APC) . Conductin 
induced beta-catenin degradation, whereas mutants of 
conductin that were deficient in complex formation 
stabilized beta-catenin. Fragments of APC that contained a 
conductin-binding domain also blocked beta-catenin 
degradation. Thus, conductin is a component of the 

multiprotein complex that directs beta-catenin to degradation and is 
located downstream of APC. In Xenopus embryos, conductin 
interfered with wnt -induced axis formation. 
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membrane insertion and orientation of 
P-glycoprotein sequences 
Zhang, Ji an -Ting; Chong, Cri spina H. 
Dep. Physiol. Biophys . , Univ. Texas Med. Branch, 
Galveston, TX, 77555-0641, USA 
Mol. Cell. Biochem. (1996), 159(1), 25-31 
CODEN: MCBIB8; ISSN: 0300-8177 
Journal 
English 

P-glycoprotein (pgp) is a membrane transport protein that causes 
multidrug resistance (MDR) by actively extruding a wide variety of 
.cyto.toxic_.agents _out of cells,, _ In .may . al_s_o f_ miction as_ a_pept ide 
transporter, a vol . -regulated chloride channel, and an ATP channel. 
Previously, it has been shown that hamster pgpl pgp is expressed in 
more than one topol. form and that the generation of these 
structures is modulated by charged amino acids flanking the 
predicted transmembrane (TM) segments 3 and 4 and by sol. 
cytoplasmic factors. Different topol. structures of Pgp may be 
related to its different functions. This study examd. the effects 
of translation temp, on the membrane insertion process and the 
topologies of Pgp. The rabbit reticulocyte lysate expression system 
was used to show that translation at different temps, affects the 
membrane insertion and orientation of the putative TM3 and TM4 of 
hamster pgpl Pgp in a co-translational manner. This observation 
suggests that the membrane insertion process of TM3 and TM4 of Pgp 
mols. may involve a protein conducting channel 

and/or the interaction between TM3 and TM4, which act in a temp, 
sensitive manner. Manipulating temp, may provide a way to 
understand the structure-function relationship of Pgp and help 
overcome Pgp-related multidrug resistance of cancer cells. 
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Antitumor agents. XLVIII: structure-activity 
relationships of quassinoids as in vitro protein 
synthesis inhibitors of P-388 lymphocytic 
leukemia tumor cell metabolism 

Liou, Y. F . ; Hall, I. H. ; Okano, M. / Lee, K. H. ; 



North Carolina, Chapel Hill, 
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Sch. Med., Univ. 
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I, R=CHMe2 , Z=H, n=l 

II, R=Me , Z=H, n=l 

III, R=Me, Z=COCH2CO, n=2 

AB A series of brusatol, bisbrusatol, and bruceantin esters were examd. 
for their ability to inhibit protein synthesis in P-388 lymphocytic 
leukemia cells. Compds. which produced high antileukemic activities 
resulted in ID50 of 5.4-15.5 .mu.M for inhibition of whole cell 
protein synthesis, ID50 of 1.3-13 .mu.M for inhibition of endogenous 
protein synthesis in cell hbmogenates, and ID50 of 1.9-6 .mu.M for 
inhibition of polyuridine directed polyphenylalanine synthesis using 
runoff ribosomes and a pH 5 enzyme prepn. The polyuridine directed 
polyphenylalanine synthesis requires neither initiation nor 
termination factors, suggesting that quassinoids are exclusively 
elongation inhibitors, bruceantin (I) [41451-75-6], brusatol (II) 
[14907-98-3], and bisbrusatolyl malonate (III) [80096-78-2] allowed 
a runoff of the polyribosomes to 80-S free ribosomes. However, 
formation of the ternary complex and 80-S initiation complex were 
not inhibited by the quassinoids. Thus, these agents do not affect 
the individual steps leading to the formation of a stable 80-S 
initiation complex in P-388 cells. Brusatol, bruceantin, and 
bisbrusatolyl malonate inhibited the formation of the first peptide 
bond between puromycin and [3H] methionyl- trans f er RNA bound to the 
initiation complex, indicating peptidyl transferase activity is 
inhibited by the quassinoids in P-388 cells. Apparently, the free 
80-S ribosome is the site of binding by the quassinoid. Ribosomes 
actively conducting protein synthesis will 

continue protein synthesis and terminate before the quassinoids 
bind. Thus, quassinoids are elongation inhibitors of tumor 
cells. A strong correlation was obsd. between potent antileukemic 
activity and the ability to inhibit protein synthesis in P-388 
lymphocytic leukemia cells. 
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The nature of the interaction of biologically 
active agents with tissue constituents 
Mason, R. 

Univ. Coll., London 

Acta Unio Intern, contra Cancrum (1959), 15, 
650-1 
Journal 
Unavailable. 
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AB The electronic structure of carcinogen-protein mol 



L12 
L13 
L14 



complexes was examd. theoretically and the possibility of charge 
transfer in the complex discussed. A banded-electronic model of a 
protein suggests that electron transfer within such a mol. complex 
will take place only when the energy levels of the mols. of the 
complex are closely matched. Aromatic carcinogens satisfy 
a precise criterion for such matching of levels, and 
carcinogenesis is to be assocd. with the induction of 
conducting properties in the protein. 
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Detection of proteins by using a protein 
fingerprinting system which comprises linearizing 
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PRIORITY APPLN . INFO: US 1999-412732 19991005 

AN 2001-266373 [27] WPIDS 

AB WO 200125794 A UPAB : 20010518 

NOVELTY - A new method (Ml) for detecting proteins having at least 
two different types of residues comprises giving a detectable set of 
distinguishing ancillary properties (a •fingerprint 1 ) to the 
proteins and then detecting the fingerprint by linearizing the 
protein, labeling the first type of residue and detecting first and 
second amino acid residues. 

DETAILED DESCRIPTION - A new method (Ml) for detecting proteins 
having at least two different types of residues comprises giving a 
detectable set of distinguishing ancillary properties (a 
■fingerprint 1 ) to the proteins and then detecting the fingerprint by 
linearizing the protein, labeling the first type of residue and 
detecting first and second amino acid residues . 
In detail, Ml comprises: 

(a) linearizing the protein molecule with a denaturation means; 

(b) labeling each of the first type of amino acid residue with 
a tag; 

(c) detecting the fingerprint of the protein with a detection 
means, by detecting a first fingerprint constituent imparted by the 
tag and a second fingerprint constituent imparted by the second type 
of amino acid residue. 

INDEPENDENT CLAIMS are also included for the following: 

(1) identifying a protein molecule having at least two 
different amino acid residue types in a sample containing several 
proteins, by linearizing each protein as in Ml step (a), isolating 
the protein, conducting steps (b) and (c) of Ml, 

and comparing the fingerprint obtained (optionally using a computer 
receiving signals from the detection means) to a library of 
fingerprints of known protein molecules; 

(2) a library of fingerprint values of known proteins, listing 
the identity of the proteins and first and second (and optionally 
third) fingerprint constituents of each protein, being 
representative of the number and sequence of the first and second 
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(and optionally third) types of amino acid residues respectively; 

(3) characterizing protein molecules, by isolating the protein 
and using Ml which is modified such that first and second types of 
amino acid types are both labeled with different tags; 

(4) protein molecules having an identifiable fingerprint, 
comprising two amino acid residue types each separately tagged, or 
three amino acid types (optionally including tryptophan) , imparting 
up to six fingerprint constituents by using combinations of 
excitation and emitted radiations; and 

(5) identifying a protein in a sample containing several 
proteins, following the method of (1) which is modified such that 

_firs.t-.and_s.ecQnd._reB.idue_typ.efl_ are__bo.th„labeled„with„dif ferent_tags..„ 

USE - The method is useful to enable rapid identification of 
protein molecules, especially in biological samples e.g. plant, 
microorganism or animal (especially human) tissues or cells e.g. in 
clinical or research applications to identify aberrant or mutant 
forms of proteins involved in diseases such as cancers or 
inherited disorders such as cystic fibrosis and hemophilia. It also 
enables the production of a library of known proteins and their 
corresponding fingerprints, useful to identify unknown proteins in a 
sample. 
Dwg.0/33 
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AB WO 200075188 A UPAB: 20010126 

NOVELTY - Translocation of a protein of interest from an 
intracellular location to the plasma membrane in mammalian cells, 
when the cells are exposed to a condition or a stimulus, is assessed 
by using a modified protein of interest (MP) comprising the protein 
of interest and an epitope tag in an extracellular domain and a 
fluorescent tag in an intracellular domain. 

DETAILED DESCRIPTION - Translocation of a protein of interest 
from an intracellular location to the plasma membrane in mammalian 
cells, when the cells are exposed to a condition or a stimulus, is 
assessed by using a modified protein of interest (MP) comprising the 
protein of interest and an epitope tag in an extracellular domain 
and a fluorescent tag in an intracellular domain. 
The method (I) comprises: 

(a) culturing mammalian cells (test cells) expressing MP, under 
a condition or a stimulus to be assessed for its effects on 
translocation of the protein of interest; 

(b) determining a value corresponding to proportion of MP at 
the cell membrane to total MP in the test cells that produces a test 
value; and 

(c) comparing the test value with a control value, where the 
control value corresponds to the proportion of MP at the cell 
membrane to MP in control cells, where the control cells are the 
same cells as are cultured in (a), except that the control cells are 
not cultured under the condition or stimulus to be assessed, where 
the test value greater than the control value indicates that 
translocation of MP has occurred. 

INDEPENDENT CLAIMS are also included for the following: 

(1) determining (II) whether a protein of interest undergoes 
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translocation from an intracellular location to the plasma membrane 
in mammalian cells in the presence of a condition or stimulator, 
comprising: 

(a) culturing cells that express MP in the absence of the 
stimulator producing cultured cells; 

(b) determining the relative proportion of MP at the plasma 
membrane of cultured cells to total MP in the cultured cells, by 
producing a control value; 

(c) culturing cells that express MP under the same conditions 
as in (a) and in the presence of the stimulator, by producing test 
cells; 

ldl_de£fi.rmiiiing_.t^^ 

membrane of test cells to total MP in the test cells, by producing a 
test value; and 

(e) comparing the control value and the test value, where a 
test value that is greater than the control value indicates that 
protein of interest undergoes translocation following stimulation of 
the cells by the stimulator; 

(2) identifying (III) a drug which enhances translocation of a 
protein of interest from an intracellular location to the plasma 
membrane in mammalian cells by: 

(a) culturing cells which express RT in the presence of a 
candidate drug; 

(b) determining the relative proportion of MP at the plasma 
membrane of cultured cells to total MP in the cultured cells, 
producing a test value; and 

(c) comparing the test value with the control value, which is 
the relative proportion of the protein of interest at the plasma 
membrane to MP in cells cultured under same conditions in the 
absence of drug,, where the test. value greater than the control value 
indicates that tke candidate drug enhances translocation of the 
protein of interest; and 

(3) eukaryotic cells (IV) expressing MP comprising a protein of 
interest and a detectable tag in an extracellular domain and at 
least 1 detectable tag in an intracellular domain, where the tags 
are different from each other and the protein of interest undergoes 
translocation in the eukaryotic cells upon contact with or exposure 
to a condition. 

USE - The method is useful for determining translocation of a 
protein of interest such as aquaporin-2, cystic fibrosis 
transmembrane conductance regulator, gastric H+ / K+ATPas e , in 
particular GLUT4 from an intracellular location to the plasma 
membrane in mammalian cells in the presence of a condition or a 
stimulator. (Ill) is useful for assessing the effect of a drug on 
translocation of a protein such as GLUT4 . Such drugs are useful in 
treating insulin resistance such as in adult-onset diabetes, obesity 
and polycystic ovary syndrome. 

ADVANTAGE - Translocation of the protein of interest can be 
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easily assessed using the tags. The tags can be detected 
individually, quantified and the addition of tags does not alter 
trafficking of the protein of interest. 
Dwg. 0/7 
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AN 1999-571821 [48] WPIDS 

AB WO 9947557 A UPAB : 19991122 

NOVELTY - Isolated RGS-guanine nucleotide exchange factor (GEF) 

polypeptides are new. 

DETAILED DESCRIPTION - A novel isolated RGS-GEF polypeptide or 

a biologically active fragment consists of an RGS domain of a GEF 

protein. 

INDEPENDENT CLAIMS are also included for the following: 

(1) an isolated RGS-GEF polypeptide or a biologically active 
fragment comprising an RGS domain of a GEF protein, with the proviso 
that the polypeptide does not comprise a dbl homology (DH) domain or 

_a_plecks_trin homolo gy ( PH) domain ; 

(2) an isolated RGS-GEF polypeptide, or a biologically active 
fragment, where the polypeptide is selected from pll5 Rho-GEF, Lsc, 
KIAA380, and where the polypeptide is mutated in the RGS domain, and 
where the polypeptide has a specific binding affinity for a G 
protein alpha subunit (GAS) , or a GTPase activating activity for a 
GAS; 

(3) an isolated RGS-GEF nucleic acid consisting of a nucleotide 
sequence (NS) encoding a polypeptide comprising an RGS domain of a 
GEF protein; 

(4) a nucleic acid as in (3) but, where the polypeptide does 
not include a DH domain or a PH domain; 

(5) a transformed cell containing a nucleic acid as in (4) ; 

(6) a vector comprising a nucleic acid as in (4) , and 

(7) identifying or assaying a molecule that: 

(a) inhibits or enhances binding of a monomeric G protein 
guanine nucleotide exchange factor to a GAS comprising: 

(i) incubating the GAS, or fragments with the monomeric G 
protein nucleotide exchange factor, or fragments, in the presence 
and absence of a test molecule, and 

(ii) determining whether the presence of the test molecule 
inhibits or enhances binding between the monomeric G-protein guanine 
nucleotide exchange factor and the GAS; 

(b) inhibits or enhances a stimulatory effect of a GEF on a GAS 
GTPase activity comprising: 

(i) as in (ai) , and 

(ii) determining whether the presence of the test molecule 
inhibits or enhances the stimulatory effect of the GEF protein on 
GAS GTPase activity; 

(c) specifically inhibits the stimulatory effect of an 
activated GAS on GEF mediated nucleotide exchange of a monomeric G 
protein, comprising conducting a first assay by: 

(i) incubating an activated GAS, or its fragments, with a GEF 
protein, or fragments, and a monomeric G protein, or its fragments, 
in the presence and absence of a test inhibitor; 

(ii) conducting a second assay by incubating a GEF protein, or 
fragments, and a monomeric G protein, or fragments in the presence 
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and absence of the test inhibitor, and 

{iii) determining whether any inhibitory effect of the test 
inhibitor in the first assay is greater than any inhibitory effect 
of the test inhibitor in the second assay; 

(d) specifically enhances the stimulatory effect of an 
activated GAS on GEF mediated nucleotide exchange of a monomeric G 
protein, comprising : 

(i) conducting a first assay by incubating an activated GAS, or 
fragments with a GEF protein, and fragments, and a monomeric G 
protein, or fragments in the presence and absence of a test 
enhancer ; 

(ii) as in (cii) , but in the presence/absence of th e test _ 

enhancer, and 

(iii) determining whether any enhancing effect of the test 
enhancer in the first assay is greater than any enhancing effect of 
the test enhancer in the second assay; 

(e) mimics the stimulatory effect of an activated GAS on GEF 
mediated nucleotide exchange of a monomeric G protein comprising: 

(i) identifying a test compound that exhibits a binding 
affinity for the RGS domain of GEF proteins, or fragments, 
incubating a GEF protein or fragments, and monomeric G protein, or 
fragments in the presence or absence of the test compound, and 

(ii) determining whether the test compound exhibits a 
stimulatory effect on GEF mediated nucleotide exchange of a 
monomeric G protein, and 

(f ) mimics the stimulatory effect of an RGS domain of a GEF 
protein on GTPase activity of a GAS comprising: 

(i) identifying a test compound that exhibits a binding 
affinity for a GAS, and 

(ii) incubating a GTP loaded GAS in the presence or absence of 
the test compound to determine whether the test compound has a 
stimulatory effect on GAS GTPase activity. 

USE - The RGS -GEF polypeptides can be used for modulating an 
activity of a GAS (claimed) . The products can be used for the 
regulation of biological pathways in which a RGS -GEF polypeptide is 
involved, particularly pathological conditions, e.g. cell 
proliferation (e.g. cancer), growth control, morphogenesis, stress 
fiber formation, and integrin-mediated interactions, such as 
embryonic development, tumor cell growth and metastasis, programmed 
cell death, hemostasis, leukocyte homing and activation, bone 
resorption, clot retraction, and the response of cells to mechanical 
stress. The products can also be used for detection, diagnosis and 
production of transgenic animals. 

ADVANTAGE - None given. 
Dwg.0/18 
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A novel ADP-ribosylation like factor (ARL-6) , 
interacts with the protein- 
conducting channel SEC61beta subunit. 
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Entered STN: 20000111 
Last Updated on STN: 20000111 
Entered Medline: 19991101 
We report here the isolation of a new member of the ADP-ribosylation 
factor (ARF) -like family (ARL-6) present in the J2E ery thro leukemic 
cell line, but not its myeloid variants. Consistent with this 
lineage-restricted expression, ARL-6 mRNA increased with 
erythropoietin- induced maturation of J2E cells, and decreased with 
interleukin 6-induced differentiation of Ml monoblastoid cells. In 
tissues, ARL-6 mRNA was most abundant in brain and kidney. While 
ARL-6 protein was predominantly cytosolic, its membrane association 
increased following exposure to GTP-gammaS, like many members of the 
ARF/ARL family. Using the yeast two-hybrid system, six molecules 
which interact with ARL-6 were identified including SEC61beta, a 
subunit of the heterotrimeric protein conducting 

channel SEC61p. Co-immunoprecipitation of ARL-6 confirmed a stable 
association between ARL-6 and SEC61beta in COS cells. These results 
demonstrate that ARL-6, a novel member of the ADP-ribosylation 
factor-like family, interacts with the SEC61beta subunit. 
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PURPOSE: TO BE SOLVED: To obtain a new protein having activated 
Rho -_pr ot.e i n_b in^ 

thus capable of inhibiting tumor development and 
metastasis through neutralizing Rho-protein involving tumor 
development and metastasis. 

CONSTITUTION: protein is a new physiologically active protein 
Rhotekin (or its modified product) , which has activated Rho-protein 
binding ability and inhibits Rho-protein GTPase activity, containing 
part or the whole of an amino acid sequence of the formula, or an 
equivalent sequence thereto. This protein is capable of neutralizing 
the Rho protein closely involving tumor development and 
metastasis, thus of inhibiting tumor development and 
metastasis. This new protein is obtained by 
conducting a library screening by yeast -two-hybrid system 
using mouse fetal cDNA library to isolate the gene of mouse's 
activated Rho- protein-binding protein followed by integrating a 
vector with the gene which is then manifested in host cells. 
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Entered Medline: 19961210 
AB P-glycoprotein (pgp) is a membrane transport protein that causes 

multidrug resistance (MDR) by actively extruding a wide variety of 
cytotoxic agents out of cells. It may also function as a peptide 
transporter, a volume -regulated chloride channel, and an ATP 
channel. Previously, it has been shown that hamster pgp 1 Pgp is 
expressed in more than one topological form and that the generation 
of these structures is modulated by charged amino acids flanking the 
predicted transmembrane (TM) segments 3 and 4 and by soluble 
cytoplasmic factors. Different topological structures of Pgp may be 
related to its different functions. In this study, we examined the 

e£.f.£LQ£_Q_<z£ ^translatio n temperature on t he membrane inser t i on proc e ss _ 

and the topologies of Pgp. Using the rabbit reticulocyte lysate 
expression system, we showed that translation at different 
temperatures affects the membrane insertion and orientation of the 
putative TM3 and TM4 of hamster pgp 1 Pgp in a co-translational 
manner. This observation suggests that the membrane insertion 
process of TM3 and TM4 of Pgp molecules may involve a 
protein conducting channel and/or the interaction 

between TM3 and TM4 , which act in a temperature sensitive manner. We 
speculate that manipulating temperature may provide a way to 
understand the structure-function relationship of Pgp and help 
overcome Pgp-related multidrug resistance of cancer cells. 
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AB Neurons and glia are capable of both secreting and responding to a 
large variety of growth factors. However, information on multiple 
expression of growth factors and their receptors was usually 
obtained from uncorrelated observations, using cells from various 
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animals of origin, developmental stages, growth phases, culture ages 
and culture conditions. Because of its specificity and extreme 
sensitivity, reverse transcription-polymerase chain reaction 
(RT-PCR) is uniquely suitable to study a large panel of growth 
factors and their receptors from a limited cell sample, free of 
these intervening variables. In this paper we evaluate the 
expression of mRNA of a total of 35 growth factor-related 
proteins by conducting RT-PCR on three neuronal 
cell lines: the PC12 rat pheochromocytoma line, the MAH rat 
sympathoadrenal progenitor line, and the N18 mouse neuroblastoma 
line. Three types of results are presented. The first confirms the 

existing knowled g e such as the p resence o f Trk- A (NFG re c ep t or ) in 

PC12. The second consists of new information that expands and 
extends earlier observations, such as the presence of CNTF receptor 
complex in PC12, which explains our previous report that CNTF 
enhances the biological effects of NGF on these cells. The third 
consists of novel information that leads the way to further 
experimentation by the more conventional methods. These include the 
strong expression of Trk-B by MAH, predicting the biological 
responsiveness of MAH to BDNF and NT-4, and the expression of CNTF 
receptor in N18 . Our results also suggest that CNTF is an autocrine 
factor for PC12 and MAH, since both lines express the growth factor 
as well as the receptor. Thus, RT-PCR is a valuable tool in growth 
factor research that can be used in complement to, and interactively 
with, other approaches such as bioassay, receptor binding, and 
immunochemical determination. It will be particularly useful for 
screening a large number of growth factors in minute areas of the 
brain in patients suffering from neurodegenerative diseases such as 
Parkinson ' s and Alzheimer ' s . 
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AB A series of brusatol, bisbrusatol, and bruceantin esters were 

examined for their ability to inhibit protein synthesis in P-388 
lymphocytic leukemia cells. Compounds which produced high T/C % 
values (170-272) resulted in ID50 of 5.4-15.5 microM for inhibition 
of whole cell protein synthesis, ID50 of 1.3-13 microM for 
inhibition of endogenous protein synthesis in cell homogenates, and 
ID50 of 1.9-6 microM for inhibition of polyuridine directed 
polyphenylalanine synthesis using "runoff" ribosomes and a "pH 5" 
enzyme preparation. The polyuridine directed polyphenylalanine 
synthesis requires neither initiation nor termination factors, 
suggesting that quassinoids are exclusively elongation inhibitors. 
Bruceantin, brusatol, and bisbrusatolyl malonate allowed a runoff of 
the polyribosomes to 80S free ribosomes. However, formation of the 
ternary complex and 80S initiation complex were not inhibited by the 
quassinoids. Thus, these agents do not affect the individual steps 
leading to the formation of a stable 80S initiation complex in P-388 
cells. Brusatol, bruceantin, and bisbrusatolyl malonate inhibited 
the formation of the first peptide bond between puromycin and 
[3H]methionyl- transfer RNA bound to the initiation complex, 
indicating peptidyl transferase activity is inhibited by the 
quassinoids in P-388 cells. These studies also suggest that the free 
80S ribosome is the site of binding by the quassinoid. Ribosomes 
actively conducting protein synthesis will 

continue protein synthesis and terminate before the quassinoids 
bind. This proves quassinoids are elongation inhibitors of 
tumor cells. A strong correlation was observed between 
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potent antileukemic activity and the ability to inhibit protein 
synthesis in P-388 lymphocytic leukemia cells. 
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